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symptoms  in  5­year­old  children  (5,  6). 
Most recently, Chatzi and colleagues found 






























































Prenatal maternal diet affects asthma risk in offspring. Prenatal maternal environmental exposure to diets high in folate, vitamin B12, choline, 
and methionine, which provide methyl donors, as well as to cigarette smoking may be associated with the covalent addition of a methyl group 
to cytosines in CpG dinucleotides and other epigenetic changes. These changes in turn may repress gene transcription and induce asthma 
phenotypes (i.e., airway allergic inflammation) in the offspring. As reported by Hollingsworth and colleagues in their study in mice in this issue of 
the JCI (25), prenatal methyl-rich diets may promote DNA methylation and reduce transcription of genes associated with the downregulation of 
allergic immune responses in the airway, such as runt-related transcription factor 3 (Runx3).
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Examples  of  multigenerational  effects 


























































High–methyl donor prenatal diet and 
allergic inflammation in offspring
The study by Hollingsworth and colleagues 
in this issue of the JCI (25) is the first to 
report  on  the  effect  of  dietary  methyl 
donors on the risk for allergic airway dis­






















confirm  that  in utero  supplementation 






















decades  approximately  coincides  with 
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Novel epitope begets a novel pathway  
in type 1 diabetes progression
Jeffrey A. Frelinger



















the  autoimmune  pathogenesis  of  T1D, 
including the role of both CD4+ and CD8+ 
T cells  in β cell destruction,  is based on 
studies of  the NOD mouse  (1).  In both 
mice and humans, development of T1D 
requires  the  interaction of a genetically 






























to  the  development  of T1D  in humans 
remains circumstantial. While CD8+ T cell 
β cell–specific epitopes, restricted by MHC 
class I, have been detected, the frequency of 
these epitope­specific CD8+ T cell clones is 
low, and their in vivo function has been dif­
ficult to demonstrate (6).
Nonstandard	abbreviations	used: PPI, preproinsulin; 
TAP, transporter associated with antigen processing; 
T1D, type 1 diabetes.
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